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DETAILED ACTION 

Election/Restrictions 

Applicant's election of Group II, claims 17-20, 29 and 30 in the reply filed on 
2/19/2009 is acknowledged. Because applicant did not distinctly and specifically point 
out the supposed errors in the restriction requirement, the election has been treated as 
an election without traverse (MPEP § 818.03(a)). The election of the following species 
is also acknowledged: 111 ln-DOTA-[Thi 8 ,Met(0 2 ) 11 ]-Substance p. Applicant's request 
that claims 21-28 be considered along with the elected claims has been considered. 
However, the examiner respectfully submits that the claims are distinct from the elected 
species, for reasons set forth in the Requirement for Restriction mailed 1/27/09. 

Status of Claims 

Claims 1-13 and 17-30 are pending, of which claims 1-13 and 21-28 are 
withdrawn from consideration at this time as being drawn to a non-elected invention. 
Claims 17-20, 29 and 30 are readable upon the elected invention and species, and are 
examined herein on the merits for patentability. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claims 29 and 30 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. The claims are rejected as being incomplete for 
omitting essential steps, such omission amounting to a gap between the steps. See 
MPEP § 2172.01 . The omitted steps are: e.g. method steps, such as conjugating a 
substance P analogue to a chelator molecule. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 17-20, 29 and 30 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Visser et al. (WO 92/18536). 

Visser discloses methods for detecting and localizing tissues having neurokinine 
1 receptors in the body of a warm-blooded living being by administration of a labeled 
small peptide having selective affinity to neurokinine 1 receptor, and by then 
radioassaying said being. The method also relates to therapeutic treatment of tumors 
(abstract). Diagnosis and therapy of gliomas are disclosed (page 1 , lines 29+). A 
peptide having an affinity for neurokinine 1 receptors is labeled with (a) a detectable 
metal isotope selected from the group consisting of ln-1 1 1 , etc., said metal isotope 
being attached to said peptide via a suitable linker capable of reacting with an amino 
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group, preferably a terminal amino group of said peptide, and having a chelating group 
for chelating said metal isotope (page 2, lines 19-28). The labeled peptide is derived 
from the following formula (page 4), including substance p and derivatives thereof in 
examples 1-5: 

^k-/y B -^^ a) 

5 

wherein all of the symbois m, n, o, p and q are 1 , or ail but one of the 

symbols m, n, o, p and q are 1 and the remaining symbol is 0; 

R t is a hydrogen atom or a C r C 4 aikylcarbonyi group. 

R a is an amino group, a hydroxy group or a C,-C 4 alkoxy group; 
10 A 1 is Arg, Gly or 5-oxo-Pro (pGlu); 

Aa is Pro or 8- Aia; 

Ag is Lys or Asp; 

A 4 is Gin, Asn or 5-oxo-Pro; 

A5 is Gin, Lys, Arg, N-acylated Arg or 5-oxo-Pro; 
1 5 or wherein Ag together with Ag forms a cystine moiety; 

As is Phe or Tyn 

A 7 is Gly, Sar or Pro; 

Ag is Leu or Pro; and 

sis 0, 1 or 2; 
20 or a Tyr° derivative thereof. 

A suitable linker for attaching a metal isotope to the small peptide is provided 

with a chelating group, e.g. DOTA, etc (page 5, line 30-page 6, line 35). 

Pharmaceutical compositions including carrier, etc. are disclosed (page 7, lines 1-11). 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 17-20, 29 and 30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Visser et al. (WO 92/18536) in view of Coy et al. (US 5,750,646). 

Visser discloses radiolabeled chelator-substance p analogue conjugates for 
diagnosis and therapy of tumor displaying neurokinine 1 receptors, as set forth above. 

Visser does not specifically recite substitution of Thi for Phe at position 8 of the 
instantly claimed amino acid sequence. Rather, Visser teaches Phe or Tyr at this 
position (A 6 in the notation of Visser). 

However, nonnatural amino acids such as thienylalanine are known in the art to 
be interchangeable with Phe in similar peptide systems as shown by Coy. 

Coy discloses linear peptides which are analogues of naturally occurring 
biologically active peptides having an active site and a binding site responsible for 
binding of the peptide to a receptor on a target cell (see abstract). Substance P and 
related peptides are disclosed (see column 20 and Table 1). A bradykinin antagonist of 
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formula Q°-A 1 -A 2 -A 3 -A 4 -Gly-A 5 -A 6 -A 7 -A 8 -A 9 -Z 10 is disclosed, wherein A 8 is Phe, p-X-Phe, 
or thienylalanine (see claim 1 ). 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to substitute Thi for Phe at position 7 and/or 8 of the substance P analogue- 
chelators disclosed by Visser. The Supreme Court in KSR International Co. v. Teleflex 

Inc., 550 U.S. , 82 USPQ2d 1385, 1395-97 (2007) identified a number of rationales 

to support a conclusion of obviousness which are consistent with the proper "functional 
approach" to the determination of obviousness as laid down in Graham. One such 
rationale includes the simple substitution of one known element for another to obtain 
predictable results. The key to supporting any rejection under 35 U.S.C. 103 is the 
clear articulation of the reason(s) why the claimed invention would have been obvious. 
See MPEP 2143. In the instant case, the substituted components (Thi and Phe) and 
their functions were known in the art at the time of the instant invention. For example, 
Coy teaches Phe and Thi to be interchangeable as a given residue in bradykinin 
antagonist peptides. One of ordinary skill in the art could have substituted one known 
amino acid for another, and the results of the substitution would have been predictable, 
that is a biologically active peptide having an active site and a binding site responsible 
for binding of the peptide (substance p analogue) to a receptor (e.g. neurokinine 1 
receptor), especially as Coy is concerned with maintaining binding as in the naturally 
occuring peptide (abstract). 



Conclusion 
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No claims are allowed at this time. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Leah Schlientz whose telephone number is 571-272- 
9928. The examiner can normally be reached on Monday - Friday 8 AM - 5 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Hartley can be reached on 571-272-0616. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 
LHS 



